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There are four gasdermin (GSDM) proteins, including GSDMA, GSDMB, GSDMC, and GSDMD, in the human genome (1) . Genome-wide association studies have reported genetic variants at 17q12.2.1 loci, including GSDMA, GSDMB, and ORDML3 genes, to be associated with kinds of autoimmune diseases, including asthma, type 1 diabetes, inflammatory bowel disease (IBD), and rheumatoid arthritis (1) . However, the potential genetic mechanisms are unknown (1) . In a recent study in PNAS, Chao et al. (1) identified that the GSDMB gene SNPs (rs2305479 G > A and rs2305480 C > T), which are associated with an increased susceptibility to asthma and IBD, could alter the structure of GSDMB, a sulfatide and phosphoinositide binding protein. In their discussion, Chao et al. (1) describe that GSDMB may function in sulfatide cellular transport. The overexpression of GSDMB might cause higher sulfatide levels (1) . If the expression of the GSDMB rs2305479 A:rs2305480 T leads to aberrant sulfatide transport, this perturbation might compromise the integrity of the epithelial cell barrier and/or promote inflammatory processes (1) . Although these are interesting results, there is still one concern to be mentioned. Chao et al. (1) did not directly investigate whether the rs2305479 A allele and rs2305480 T allele could regulate GSDMB gene expression, which has prompted us to investigate their findings further.
Evidence shows that some expression quantitative trait loci (eQTLs) have more ubiquitous effects and others may need cell-or tissue-specific factors to exert their influences on gene expression (2) (3) (4) . Here, we selected four large-scale eQTLs datasets in whole blood, including 5,311 individuals (5); 2,765 individuals (6); 2,116 individuals (7); 5,257 individuals (8); one eQTL dataset in whole blood from 377 individuals with rheumatoid arthritis (9); and two eQTL datasets in two immune cells, including the CD4 + and CD8 + T cells, from 313 healthy European individuals in the Estonian Biobank (10) . In all of these datasets, a linear regression analysis or Spearman correlation coefficient is used to detect the potential association between GSDMB variants (rs2305479 and rs2305480) and the expression of neighboring genes, especially GSDMB (5-10). Interestingly, both the rs2305479 A allele and rs2305480 T allele could significantly regulate GSDMB gene expression, and only regulated reduced GSDMB gene expression in all of these eQTL datasets (5) (6) (7) (8) (9) (10) . In addition to the GSDMB gene, both variants could significantly regulate the expression of other neighboring genes such as GSDMA and ORDML3. More detailed results are described in Table 1 (significance level of 0.05).
Taken together, Chao et al. (1) identified that both rs2305479 and rs2305480 variants could alter the structure of GSDMB. GSDMB may function in sulfatide cellular transport, and the overexpression of GSDMB might cause higher sulfatide levels (1) . Here, we show that both the rs2305479 A allele and rs2305480 T allele could significantly regulate reduced GSDMB gene expression in the human immune cells and whole blood. The reduced GSDMB gene expression may lead to aberrant sulfatide transport, and further compromise the integrity of the epithelial cell barrier and/or promote inflammatory processes (1). We believe that these findings provide important supplementary information about the potential mechanisms by which both variants affect autoimmune disease risk. Z-score = effect (Beta)/SE; Beta is the regression coefficient based on the effect allele. Beta > 0 and Beta < 0 mean that this effect allele regulates increased and reduced gene expression, respectively. rs2305479 position (hg19), chr17:38062217; rs2305480 position (hg19), chr17:38062196; (rs2305479 G > A and rs2305480 C > T). NA, not available; RA, rheumatoid arthritis.
